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Remarks 

A|»plicants tbaxdc the Examiner for the detailed office action of December 16. 2004 and 
the m-person interview on Janoaiy 25, 200S. 

With cntzy of Ous Anmuimrat and Response; claims 69-78, 82-87, 91-93, and 95-98 are 
pendiiig in the present application. Claims 79-81, 88-90, and 94 are cancelled without prqiudice. 
Applicants reserve the right to represent the cancelled subj ect matter in one or more contiflnati on 
i^lications. Claims 69-73, 83, 86, 87, and 91-93 are amended. The amendmeots to the claims 
are supparted tfaxou£^ut the specification, including but not limited to page 4, line 15-22, and 
lines 23-35, page 5, lines 10-13, pa^ 7, lines 5-18, and page 3, lines 9-17. 

Amendment of claims 69 and 92-93 fiir mannfactming for ose in a topical application is 
supporteA by the specification, for exan^le, but not limited to, page 8, line 24 to page 9, line 1 2, 

Claim 91 has been amended to claim an extract of liana tbcaxia tomentosa and special 
extracts diereo^ but ^ey be on the basis of original specification as Sled pages 18 and 19 which 
disclose an aqueous-alcohol extract, an aqueous extract, and an aqueous g^ycolic extract, and 
page 24, lines 13-16, yfbicix discloses an aqueous, glycolic or alcoholic extract of liana Uncaria 
tomentosa. 

Claims 95-98 are added. New claims 95 and 96 arc siqpported fbrou^ut the 
specification, induding but not limited to page 7, lines 28-34, and new claims 97 and 98 are 
supported duougbout the specification, including but not limited to page 5, lines 17*22 and page 
6, lines 23-29- 

Inteivlew of January 2S, 200S 

.^qplicants thank the Examinees feu* thdr discussion and language suggestions for 
resolving the §1 12 issu^ presented in Hie Office Action of December 12, 2004. 

Claim Reiectlons - 35 U,S.C. 8 112 

Claims 86-90 are rqected under 35 U*S.C. §112 HI for lack of enablement regarding 
SCTCcning for identification of isolated, individual compounds. Applicants respec^foUy disagree. 
The claims, as imriRnded, are directed to a smeoing mediod for selecting a co mp oi m d cr extraec 
demonstrating LPL inhibition. The screening ziieihod does iiot identity the active inoie^ within 
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an extxactp but rather detennines if flic desired LPL ishibition activity^ is prescoL This 
detecminatioa is readily prefann«d on eiHisc isolated cosx^xninds or extracts in view of the 
specification. For example^ support is provided, but not limited to» page 3, lines 1^8; page 4» 
Unes 15-23; page 14, lines 5-10] pages 18 and 19; and pages 24, lines 13-16 of ^e specification. 
Removal of the coaLblomeat rejection is respectfiiUy requested. 

Claims 87 -89 are rejected for lack of cnablfioient for soreoning all possible liana in tho 
claimed metiiod. ^Applicants respactfiil^ disagree. The specification teaches how to obtain an 
extract of natural imduct, ono cxan^le being Mana Uncaria tomentosa, and screen the extract fbr 
mhibition of LPL. Creation of extracts fi^r saeeniog in the present inethod is enable 
descripdon provided at page 14-15 indicating that die proceduir for creating an extract of liana 
on page 18» lins 10-25 was also used to Sana the extzacts whose LPL inhibition results appear 
on page 15 in Table 3. The specific examples of liana Ibcazia tomentosa and St John's Wort 
ax9 presented as specific examples of extracts demonstrated by Hie screenmg method to inhibit 
LPL activity. ThereSm^ claimed screening method is deoumstzated in dw 
operative for its use» wfaidiis to sele^ compounds or extiaccs having LPL ihhibitmg activity. 

Iq the rejection of daims 87-89 for lack of eriablement tiiat one would not know how to 
identify suitable species of liana that would be poteotially active substance for the claimed 
assay. Applicants respectfully disagree. The claims are directed to a screening method &r 
determining if a caixqM>uiid or extract has LPL mhibiting a Tbecefbrei the claimed method 

provides teaching ftcr one to screen species of liana or other extracts for LPL inhibition activity. 
Applicants respectfiiUy request the rejection &r lack of eaahlemmc be withdrawn. 

Various rejections of claims 69-94 are also made und^ 35 U.S.C. §112, 

Claun 69 is iqected for omitting essential steps. Claims 69 and 92-94 ara rejected 

because **coiiqirising a test of flie c^>acity of the soreen compound to inhibit LPL^ is confiising 

and Afield oflipolysis'' is indefinite. The claims are amended to address these rejections. 

Claims 70-73 and 83 are amended to overcome otrjections as regaxds omission of 

essential steps, fa paiticnlar these claims recite a step indicating how one correlates the effect of 

tested cornpounds with the goal of each claim. 
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Claim 70 is rejected far '^potentially active substance" as being unclear. The tenn 
^^tentially active substance" has been canceled of the claims. 

Claim 88 is teiected for lack of antecedent basis for ^'said extract" Amendment of claim 
69 to include extiacts has alleviated this xej ecdon. 

Claim 92 is ammdnl to clarify ^'dimimshing or slowing down the &tty deposits." 

Applicants respectfiilly submit that the rejections under §112 have been addressed by 
amendment of the claims and the remarks presented above. IlierefcixCy the Applicants 
respectfully teque^ reconsideration and withdraw of ibc rqection of claims 6^94 under 35 
US.C§112. 

Claim Rejections - 35 U.S.C. S 102 

Claims 69 and 92 are rejected under 35 U.S.C. §I02(b) as being anticipated by Cock et 
fl/. (U.S. 5.855,917).' Applicants rcapectfully traverse. 

U](»ler35 U.S.C. §102, "A claim is anticipated only if each and every element as set forth 
in the claim is found, either expressly or inhexently described, in a single prior art ickxmcc** 
Verdegaal Bros. v. Union Oil Co. of California, 814 628, 631, 2 USPQ2d 1051, 1053 CFed. 
Or. 1987). 

Claims 69 and 92 ofthepreseiit invention are drawn to a screenizig method for identify^ 
confounds or extracts that inhibit LPL for use in topical ^jplications, such as cosmetics. The 
claimed screening methods txtilize a cell-free in vitro test of LPL inhibition. 

Cook does not describe each and every element of claims 69 and 92. Cook describes 
treatment of preadipocytes with conjugated dcosadionic acid and assessment of hepaxin- 
releasable lipc^irotdn lipase activity. Cook does not teach the cell-free in vitro test as claimed. 
Furthermore^ Cocdc does not teach or suggest a general mediod for screening for IPL activity in 
compounds or extracts for use in topical qiplications. Therefore^ Cook does not teach each and 
every element of claims 69 and 92. Applicants respectfol^ request withdrawal of the §l02(b) 
rqjecrion of claims 69 and 92 in view of Cook. 



^ Please note die Omce Acdott of 12/16/2004 indicated Oo6k 
pa^6. lliecoaectiniziibex for DMkvtts later iodicatedfttp^ 

10 



PA{S11/t7mAT3ritQi)K$3f:12ra|E^ 



UAMt-OS 16:22 FRCAI-Usfchant I Gould 



6123929081 



T-)53 p.mmr mos 



Ofiiim 69 and S8 axe rejected imder 35 US.C §102(e) as being anticipated by Halvorsea 
ct aL (US 2001/0041708). ./^Ucaiits respectfully tranreisc. 

Claims 69 and 88, as amended, are diswn to a smening method for idend^^ing 
compomuls or exixaots that inhibit LPL for use an topical applicadons, such as cosmetics. Hie 
claimed scrBBDing methods utilize a cell*fipee in vitro test of LPL inhibition. Claim 88 is ftrther 
directed to a glycolic aqueous extract of liana Uocadatomentosa. 

Halvorsen does not desczibe each and every element of claims 69 and 88. Halvorscn 
teaches a method for reducing eellulitB by administering lO-trans. 12-cis Unoleic acid. 
Halvoisen's mediod is directed towards iscreasizig lypol^ysis (jay HSL -homaone-sensitive lipase) 
of &tty d^sits canied within adipocytes, tfaere^ converting the stored fat into fiee &tty acids 
0028). In contrast, the claimed mediod is directed to IPL inhibitLon thereby inhibiting 
breakdown of blood4>om6 triacylglycciol& and very low dena^ lipoproteins (VLDL) blocking 
entry of fiee (non-esterified) &ilty acids into adipocytes for subsequent storage (specificadon 
page 3, lines 24-3S). 

Furthennore^ Halvorsen relies on testing methods utiUziDg mdiole cells, e.g., ad^>ocytes. 
Halvorscn does not teach the cell-fiec in vitro screening method for determining LPL inhibition 
of the claimed method, Halvorsen does not describe extracts, sudi as extract of liana Ubcaria 
tomentosa. Thoefore, Halvorsen docs not teadi aU the elements of claims 69 and 88. 
Applicants respectfully request wididrawal of ^ §lQ2(b) rejection of claims 69 and 88 in view 
of Halvorsen et aL 

Claim 93 is r^ected under 35 U.S«C. §102(b) as being anticipated by Caxioll et aL 
(L^ida, 1982, VoL 27, p*4). A|)plicams respectfully traverw. 

Claim 93 is drawn to a screening method fi>r identi^u^ conq>ouad$ or extracts fhzt 
inhibit LPL for use in topical i^lications, such as cosmetics, for increasing blood 
microcirculation. The claimed screenii^ method utilizes a cell*£ree in vitro test of LFL 
inhibttion. 

Carroll does not teach aU die elements of daim 93. Carroll characterizes tiie sensitivity 
of diacylglycerol (DAG) lipase to the inhibitor, U-57,908, as compared to the sendtivity 
lipopxotdn l^iaso in lysates of cardiac myocyte cells and heparin-treated cardiac myocytes. The 
assay pcr£>Emed in Carroll uses cellular lysates or whole myocyte celts and tracks the enzyme 
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kizzedcs using radioactive trioldxL CaztoU does not describe a screenijQg method fixr identiQ^g 
conipounds or extracts fbat inhibit LFL for use in topical applications for incieasmg blood 
micxocirculation. Futth€xmore» CaaoU does not describe the cell-fiee in vUtq scieeaing method 
of daim 93. Applicants lespectfiilly request withdrawal of the §1 02(b) rejection of claim 93 in 
view of CaixolL 



Clauns 70-86 are rejected under 35 U.S.C § 103 as obvious in view of "Oie combination 

of^ 

Cook ct al. 5.855^17) 
Wagle et aL (U.S. 6.326,396) 
Takabashi et aL (U.S. 5^955,072) 
Takeda et al. ([J.& 5;244,798) 
Vainioetai. (1982) 
Cheng etaL (1990) 
Cairolletal.(1992) 
Bensadoun et aL (1974) 
NEFA-C kit fiom Wako & instructions 
Kikochi et aL (U.S. 4. 301, 244) 

Applicants respectfully traverse. 

When qjplying 3S U.S*C. 103, the following tenets ofpatsox law must be adhered to: 

(A) The claimed invention nmst be considered as a whole; 

(B) The refacnces must be considered as a whole and must suggest the desirability and 
thus die obviousness of making the combinaticn; 

(CO The references must be viewed without tiiie b»efit of impennisable hindsight vision 
affordedby the claimed inventiUm; and 

(D) Reasonable expectation of success is standard with which obviousness is 
detemiined. MP£P §214L 

tbe office action relies on the teachii^ in OH>k et aL of m LPL assay and the ottier 
references as "siqqTorting lefiermce^ demonstrating "a mnnber of conqK>unds citable of 
inhibitiiig LPL". The siq^rting references are eizxployed by the office action to address 
technical aspects of the assay in llie depcodent claims. >^iplicants zespectfidly disagree fte 
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screezmg xoethod of the present inventioxi is obvious in view of the combination of cited 
referezicds. 

bdepmdent claim 70 is directed tomin vitro cell-firee screening melhod for identifying a 
con^nnd or extract for mano&cturing a topical composition for inhibiting lipoprotein lipase 
^L). Claims 71-86, dependent dioeon^ are directed likewise. 

lia contrast to the claims, CooketaL is directed to compositions for oral administration to 
control body fsx or body weigbt in animals. (CoL 4, line 36 and CoLS, lines 12-20.) Cook 
teaches inhibition of hepann*^released IqKTpcotein lipase by treatment of adipocyte cells with 
edcosadienoic acid. (See CoL3, Exanq>lo 3.) Cook does not teach a screening assay, but bestead 
demonstrates inhibition of Iq)ase activity by eicosadionic acid in preadipocyte cells and pigs. 
Cook does not disclose the daimed celtfiee in vitro screoiing meHiod identifying aecive 
compounds and extracts for use in manu&ctuzixng a topical compositian fisr limiting storage of 
triglycerides. 

References such as 9l^teefdL wATakahasMBial do not ovezcome the defiicieixcies of 
Cook. Wagle also udlizes adipocyte cdis and animal testing. However, Wagte is directed to a 
different lipase, i.e. hormone^ensitLve lipase, and consequently does not add to the teachings of 
Cook. Tafcahasfai also describes testing for LPL activity using adipocyte cdls. In combination. 
Cook, Wagle and Takahashi do not teach all the hmitadons of die claims. Furthermore, 
Applicants assert there is no mouvsiion to combine the above teachings of Cook, Wagle and 
Takahashi with the additional cited relexences. 

Another group of refearence^ Takeda qL, JOkuchi et aL, and the NEFA C Kit m 
generally directed to analysis of free £itty adds Of triglyceride. Takeda teaches utilising a LPL 
ortholog from streptcmyces (bactearia) in a reagent for measuring triglycerides in blood samples. 
TTiTrnfthi teaches a reagent for analysis of fice &tty adds. The NEFA C Assay Kit is fi»r the 
quantitative determination of fiee fitty acids in serum or plasma. 

Hie remaining r^Eerences, Bensadoun et aL (IS^4), Vamto et oL (19S2), Ckeng et aL 
{1990\ and Carroll et al (1992) are directed to in viiro studies of the en^me kinedcs of 
Hpopiotein lipase. Bensadoun describes purification and characterization of LPL from adipose 
tissue. VainiOy Cheng; and Carroll study die rate and mechanism of enzyme caxafysis by whidi 
LPL converts triglycerides into fatty adds and £^erol. Vainio and Cheng study die rate and 
mechanism of enzyme catalysis by vMch LPL converts trigj^cerides into &tty adds and gjiyccroL 
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Cheng is dii«ctcd to cbaracterizatiOT of inhibition of LPL activity fonn cardiac myocytes. Vainio 
uses bcnzen^boromc acid to study the mediammi of enzyine catalysis. These Wnetic studies 
utilize radioactive-labeled aibstrate to measure substrate conversion by LPL 

Theniere &ct tiiat zefisMices can be coinbined does ]iot xander the resulta^ 
obvious unless the prior art also sn^asts the desirabilily of the combination. Jn re Mlh. 916 
680 (Fed, Cir. 1990). Fuithennorc, knowledge in tilie art is not sufficient to establish 
obviousness wi&out some objective reason to combine die teachings of the references. Ex Parte 
Levengood, 28 USPQ2d 1300 (B± Pat App. & hiter. 1993). 

Cook and Takahashi nse adipocyte cells and animal testing to t^ compomids £hr LPL 
activity. Cook and Takahashi do not provide any statcznents that &ose mc&ods are 
unsatis&ctoiy fi>r their purpose nor is ai^ suggestion made for modification to provide a 
screening method^ such as is claimed. Use of adipocyte cells and animal testing is coinmoa in 
assessiog con^pounds for biological activity because of ageneral pr^nise Ouit in vivo results are 
better predictors of in vivo activi^ than is in vitro. Bensadoun> Vainio, Cheng, and Carroll are 
not directed to screoiing medioda for discovery of new extracts or compounds with If L 
inhibitory activity. Therefore^ thcie is no motivatian or guidance to adapt the iii vivo methods of 
Cook and Takahashi with Ihe in vitro characterization of enzyme kinetics of BcTisadoun, Vainio, 
and Cheng. 

In addition to combining the disparate teachings of Cook, Takahi, Bensadouri, Vainio, 
Chen& and CanoU. a finther combination wiA Eikncfai or the Nefa C kit is proposed. KScuchi 
and the Ne&C kit teach the measurement of fiee&tty adds in blood or serum. The colorimetric 
methods of Kikuchi and the Ncfa C kit are for makizig quantitative deteaninadons, and therefore 
are not conq;>atible with the analysia of Benaadoun, Vainio, Cheng and Carroll, i^erein 
' radioac^ve substrate was used to provide kinetic information, such as the rate of substrate 
conversion over time. 

The combination of cited reference Mis to teadi die claimed cell-fiee in vitro screenirtg 
method. Furthermore, none of the dted references provides motivation for combination and 
selecdve subsdtotion or modification of pardcular aspects within the cited combination soffident 
m rendCT tbe claimed cell-fiee, acreening mediod obvious. 

Claims 69-88 and 91 are rejected under 35 U.S.C. § 103 as obvious in view of the 
combination oC 
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Cook ct al. (US. 5,855^17) 
Wagle ct aL 6^26^96) 
Takahashi et al. (US. 5^55,072) 
Tafceda et aL (U,S. 5;244,798) 
Vaimoetal.(1982) 
ChcDgetal.(1990) 
CarroUetal. (1992) 
BeDsadoim ct al. (1974) 
KEPA-C kitfiom Wako & instructions 
Kikucbi et aL (U.S. 4» 301» 244) 
and fbr&cr in view of Halvarsen et al. (US 2001/0041708). 

Applicants respectfully tracvose. 

Claims 69, and 87-S8 d^^doxt thereon, are dnrmi to aacreeoing metbod for identifybg 
cosd{)OuikIs or extracts that inhibit UPL ibr use in topical qyplications^ such as cosmetics. Claim 
70, and claims 71-86 dependent thcsreon, are directed to an in vitro ceU-firee screening method for 
idensi^uig a oon^Knmd or extract for manu&cturing a topical cona^toaition for inhibiting 
lipoprotein lipase (LFL). The daimed screening methods utilize a cell-free in vitro test of LFL 
inhibitioiL 

C1j>in>5 6S^8 and 91 are not rendered obvious by Ae dted combination in view of the 
comments provided above. incoipoiHted here by reference. 

The ofSce action adds Halvorsen et oL to previous combination of references, 
teach the extracts such as SL John's wozt can be tested for slimming activity, ^yplicants 
respectfully disagree. 

The further combination with Halvorsen et at, does not rectify tlie dcficiendes of 
combination of r^rences. Halvorsen does not teach flie cell-free in vitro screening method of 
&e claims. In contrast, Halvorsen is directed to decreasing lqK>genesis by administering 
conjugated linoleic acid(CLA). The compounds of Halvorsen have cffisct on hormone-sensitive 
lipa^ but not on IPL as required by the present claims. See^ for example^ paragraphs [0135]- 
[0136] and Exan^)le 5b at patagrq>b [0102], and frmher characterized at the end of paragraph 
[0143] demonstratrog that CIA con^^oonds did not impact lipolysis. Furthennoce, Halvorsen 
teaches assay methods using preadipocyt^ (seei, fihr example, paragraphs [0108] and [0112]), in 
contrast to Oie cell-fiee in vitro method of the claim& 

The above combinatiQn does not teach the claimed cell-fice in vitro screening method for 
identifying a conq;K>und or eoctract for mannfnrturing a topical eon^osition for inhibiting 
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lipopiotdn lipase (LPL) activity. Fuzthcnnore, there is a lack of motivation to modify the dted 
xefisrences to raider the claimed scFeening method obvious. 

applicants respect&Uy request vdOidrawal of &e 35 USC § 103 rejecBon of claims 69-88 

and 91. 

New claims 95-98 are related in scope to claims 69, 70, 92, 93 or 94, so ibat these claims 
are deemed to be allowable on the same basis. 



la view of the amcndmcats and comments presented herein, fitvorable reconsideration in 
the figm of aNotice of Allowance is re sp ec tfu l^ rcqnestod fiyr claims 69 to 98> TheExamineris 
invited to contact Anne Mnxpl^, PTO Reg. No. 54^27 at 612.371.5267 if Ihe Bacamincr believes 
a telephone confeimice would iitrihcr prosecution of the above appEcatiom. 



Condnslon 



Respectfully submitted, 

MERCHANT & GOULD P,C 
P.O. Box 2903 

Mxnne^olis, Mtunesota 55402-0903 
(612)332-5300 
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